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IND 62,720 

&Uhdi Laboratories 
Attention: Douglas L. Spom 
Divirional Vice P&dent 
Global PhumoccUtiul kwucb and Development and Life Cy& h+fInUg~t 
100 Abbott Park Road 
Abbott Park, IL 6W4-6091 

. 

We refer to YOW h~stigdtio~al NCW hg Applicstion (IND) submitted under DC&D 505(i) of 
the F&ral Food, Drug, aud Cosmetic Act for Synthroid (lcvothyroxine sodium tablets, USP). 

YOU February 12,2003, request for formal dispute ~csolution (FDRR), rwcived on February 13, 
2003, ~~~~ccrocd the kmmry 14,2003, &Gal of your October 10,2002, rqu-t fan I meeting to 
discwr the witability of current bioquivalencc tcatiq rcquircmeub for kvothyruxine sodium 
tablet drug producb, ‘ w 

‘. . 
In the FDm you rq.~~t that the Food and Drug Adminishation (FDA) hold a full A&&y 
tkmmittec meeting of the Advisoxy Crnnmitt# on vbarmrcemical Science md the @Ildoctinc 

?and] Metabolic Dqs Advisory Committee on * issue of sssemsiq bioquhbm @E) of 
“Icvothyroxine sodb produck. You also rquost l fd explanation of the contents of a letrez 

from Dr. David orloff, Director of tbc Diviukm of Motnbolic and &docks Drug Products, rorrt 
to Abbott Laboratories on January 14,2003. Please note that although your FDRR wu rent to 
Dr. Janet Woodcodt, the Directox of CDEFL, the Oflice of Drug &ah&on II L urawaing it in 
accord with CD= policy on FDRRs. [This jurklktional decision was conveyed to you in the 
February 20,2003, acknowledgment lctt# stnt by Kim Colmgelo.) 

I have fully reviewed your appeal and would like to addreu hotb elements ofrelief quested in 
the FDRR, aartiag with offering an explanation of Dr. OrlofI’s lcacr of kmuary 14,2003. 

AS p on IWUC, the FDA isruod II foal Guidance to Industry on the tapic of rspekng 
bjoevailability and pbarmacokinctics of lcvothyroxine (LT4) in December of 2000. 
data supporting tk Bpprovnl of NDA 2 l-402 for Synttuoid were baaed on tbc 

Indeed, tho 
rccWrmendrtiODS 

of thilr guidance (hd~ding the critical dosage-form comparability study). This guidance &a 
not and is not intended to directly eddress the data necessary for &c wtabIishmcnt of BE for the 
purpose of gcm~c approval. On October 10,2002, you submitted m amcndm~~t to IND 
62,720 that contained a report of study M02-417, which Abbott conducted to cxpk the impact 
of various methods of correction for endogenouo baaclint lcvothyroxinc (LT4) in healthy 

. volunteers for the PU~P~SCS of bioequjvalence testing. This Btudy was a singledoac, three-p&d 
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~foasov~~ study in which voluxitcas received either 600 mcg, 450 mcg, or 400 mcg, with blood 
samp]es taken beginning 24 ho- before dosing and up to 96 how-6 following dosing. That was 
a 40&y washout period betapen doser. FDA reviewed tho~c data, which Proved to be c@k 
~~~thg and illuminatiug,. The study zzxults showed that using vshrts,unco~~~~tcd for baseline 
]& m jDsGnBithity to dose di%cnces, such .&at 600 mcg w&s not dietinguihblt hn cithm 
450 mcg or 4(8)0 mcg by typical BE standardr. Abbott then compared the dat8 uring thr~ 
diffeftnt metbodr of conecting for baseline m4 levels or baseline cor~cctiou methods, While 
each of tbesc provided enhanced sen6itivity to dorc, il iB tbc belief of FDA that the 6nt method 
(s&raction of baseline values from each dosing period from the postdme conceplration~ for 
tit BhmC dosing period) WBs the most WropriILte Of tbOB0 Canectionr. hdcah the &a hli &e 

,fist method BbowCd au ability to clearly distinguish 600 mcg from 400 mcg a~Well450 mcg cm 
‘AU&, and C- Based on tbc~e data and FDA’s prior experiu~ce, m)A klicvt~ &at tb 

bethod of basilic comction would be the most rpproprirte to utabkh BE for lcvothyrox& 
products. utilizing a shglGdose CIOBSDVM study in he&by VO~UD~CUV (Bimilu to that de&bed 
in the BA guid==). 

an your FDRR letter of February 12,2003, you State rbPt Abbott believe, thin method (U well as 
the Ot,hCK Ut%d in YOUT Study) Of W&W is nawod, b=sc it f&3 to distioguirh betwwrr 
two dosing ngirrZ~~s that difior by 12.5 O/6 (400 mcg M. 450 mcg). However, FDA does not fmd 
this objection pcroursivc. This is mortly due to the dose comparison - 400 mcg vs. 450 mcg - 
being well below the 600 rncg dose which the Agency has recommended in its BA guidance and 
which would be the recommended comparisou iu my BE.study done in healthy volunteers. The 
10~~ the dOBC utilized in this bcalthy volunteer study, the more endononou LT4 wii contribute 
to t& resultant mum debmitdons, thus decreasing the ‘riw-tbnol8t’ tar -pk te&. 
nereforc, we would not expect this study and t&mtbod tc distinguish diffhenc&~ of errporn 
W~CD d0BU Qpifkdy below 600 mcg are compnrsd. While Abbott suggests that utilizing 
atbyroid indivi~~ would be a prcfamd wtudy design, yen provided no data to support ti 
assortion and we are maware of any data that would support that studios done with tir 
population would ~~cc mAivity of tbc tMt nor add to ita valid@. Tbacfore, as indicated ia 
Dr. OdofPs lena of Jmwy 14, FDA plans on rccommcnding the three predosc baseline 

. subtraction method to S~OOXXS Wishing to do BE t&h& 

I 

In order lo Bsd\pt that this recommendalion is the most reasonable and rcicotifkally valid 
approach given the data available, FDA till prwent tbc emacb to the Advisory Committed for 
pbumecdcd Sciences (ACPS) on March 13,2003, TV part of an awnrunes Be&n on 
bioc@whct e bioevailability testing of cudogonous substances. It is my understanding that 
Abbott is presontrng at this meeting and the Agency’s rationale will likewise be pscnt.cd. In 
y0ll1 FDRR, you request a full meeting of both the ACPS and the pdocrinc ana) Metabolic 
Drugs Advisory @nmittm @MDA(Z) to discuss this matter. I do not !ind this rquemt 
compenig st this time for the foknving rrasans. The pwpose of having EMDAC participation 
in a discussion oflevotbyrotine BA/BE testing would seem moat appropriately rimod at 
pmviding cliuical context, since this committee is not cboren for having specific expertise in 
biopbarmaceu tics. 1 Wkve the clinical importance of levothyroxine and having the conwt 
dosage is very clear to the Agency’s own medical exports as evidenced by the BA guidon (u 
quoted by your FDRR 1~) on lovothyroxine. Indeed, the b&ground far this guidanca 
includes a clccu dhthm of the clinical importance of proper dosing and the clinical issuer 
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involved iIl the ascckellt of tXOpUOU6 CXpOSUE, @Van that SOCh CXposurt b IlOt red.> I 

distinguisbabk from tndogcnous LT4. Based on the currat ckmxtances -including Abbot!‘8 
arguments a~ St& in your lctm - I do not see that a futl session with the EMDAC would . I 
provide additioIM1, u~efixl clinical insight into this Agmcy’s recommendatiunr fix BE 
~roachu fix levothyroxinc. Indeed, I ccc the issue at thir point ar being driven by conc~llll 
related to clinical pb~c01Ogy and biopharmaceutics, and thacforc 1 believe UK review of LT4 
BE issue8 is Occhg before an appropriate panel of experts. oiven the scope of the Agency% 
current qutstions raked to BA/BE testing for Ievothyroxioe, the session planned at the Maxh 
13,2003, me&g with the ACPS is suilicient and a joint EMDAC and ACPS me&ug 
~~~bively on this bpic iu not wuranted at this time. 

I 

I: 

h SUEDWY, alla a Ml and tb~ro~gb review of your sllbmittcd Icttex aad data and the A~GD~~~I 
infmrtion on this disputed action, 1 m providing the Agmcy’s ntiouak for its CureDt 
~jnki.ng on the BElBA testing of lwothymxinc as rem. 1 am confident this ntionrle will 
be Her articulutod in the M~cb 13,2003, ACPS meeting. h for your WC& request for 

&lid, I do not find the request for a full Advk@ommittoc meeting on tie topic with 
combiwd’pao& km tbt EhdDAC and ACPS compelling or warranted at thou time. 

If you wish to appeal this decisian to the next level, your appeal should be directed to Dr. lohm 
K. ~enlrins, DiTCCtOI, omce Of New Drugs, Cater for DNg EVdu?ib and Rd. The 
appeal should be sent again through the Center’s Dispute Ruolution Project Manager, Kim 
Colangalo. Any questions concerning your appeal should be addressed via Kim Colangelo at 
(301)594-54791 

I 

I 

I ! 0 

{See oppmded ckctronic signature page) 

Robert J. Meyar, M.D. 
Diractor 
office of DTug Evaluation II 
Oflice ofNew Drugs 
Center fbr Drug Evah~tion and Reseamh 
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&his I8 a tep~mt+i~ of an ebctronlc record thltm rigned sl~~nically and 
thlr page Is the manrfmatlon of the rlectronlc algnature. 

-zi- 
--m-m- -- 

--m-w---- ----m--m---- 
Robert Meyer 
3/7/03 10:01:10 AM 
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